[Studies on generation of cytotoxic T lymphocytes against oral squamous carcinoma by gene-transduction of a co-stimulatory molecule, CD80].
The effect of gene-transduction of a co-stimulatory molecule, CD80, on generation of cytotoxic T lymphocytes (CTL) against oral squamous cell carcinoma (SCC) was investigated. Long-term or primarily-established short-term cultured oral SCC cell lines were transfected with the human CD80 gene using a replication-deficient recombinant adenovirus (Ad). High levels of CD80 expression were obtained in most tumor cell lines examined. Allogeneic peripheral blood mononuclear cells (PBMC) co-cultured with CD80-transduced tumor cells for 7 days elicited high cytotoxicity against melanoma (526 mel) and neuroblastoma (IMR32) cells, but not against oral SCCs (HSC3 and Ca9-22). Addition of either IL-2 or IL-12 failed to induce specific cytotoxicity against oral SCC cell lines. The combined effect of CD80-transduced tumor cells and cytokines, IL-2 and IL-12, on generation of CTL in allogeneic and autologous system was investigated. PBMC from three SCC patients elicited MHC-restricted and TCR-dependent cytotoxicity against autologous SCC, although the level of induced cytotoxicity varied. In contrast, allogeneic PBMC obtained from healthy donors exhibited non-specific cytotoxicity alone. These results suggested that CD80-transduction may be effective in oral SCC for generating tumor specific CTL in an autologous system.